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DETAILED ACTION 
Claims 33 and 35-42 are pending. Applicants previously cancelled claims 1-32 and 
34. Applicants have amended claims 33 and 35-38. Receipt and consideration of Applicants' 
new IDS (submitted 9/26/06), amended claim set, and remarks/arguments submitted on 
November 14, 2006 are acknowledged. 

Continued Examination Under 37 CFR 1.114 
A request for continued examination under 37 CFR 1.114, including the fee set forth in 
37 CFR 1.17(e), was filed in this application after final rejection. Since this application is 
eligible for continued examination under 37 CFR 1.114, and the fee set forth in 37 CFR 1.17(e) 
has been timely paid, the finality of the previous Office action has been withdrawn pursuant to 
37 CFR 1.114. Applicant's submission filed on 10/9/07 has been entered. 

Claim Rejections - 35 USC § 112 
The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claim 41 is rejected under 35 U.S.C. 112, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. 

Claim 41 is indefinite because it claims a method of claim 40 wherein the composition is 
administered concurrently with, or "less than about 20 minutes prior" The phrase "less than 
about" is indefinite, because it simultaneously claims two different ranges. An ordinary skilled 
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artisan would be unable to ascertain whether the required amount of time between administration 
of the composition and eating a meal is less than 20 minutes or about 20 minutes. Appropriate 
correction is required. 

The remaining claims are rejected as depending from a rejected claim. 

Art Rejections of Record 

All outstanding art (i.e. under both 35 U.S.C. § 102(b) and 103(a)) and both provisional 
and non-provisional obviousness-type double patenting rejections maintained in the office action 
mailed February 7, 2007 are maintained herein for the reasons already of record. 

Claim Rejections - 35 USC §102 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

The rejection of claims 33 and 36 under 35 U.S.C. 102(b) as being anticipated by 
Feldstein et al. (U.S. Patent No. 5,352,461) is maintained for the reasons of record set forth on 
page 3 of the office action mailed on May 17, 2006. 

The rejection of claims 33, 35, and 37-38 under 35 U.S.C. 102(b) as being anticipated by 
Steiner et al. (U.S. Patent No. 5,503,852) is maintained for the reasons of record set forth on 
page 3-4 of the office action mailed on May 17, 2006. 
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Response to Arguments 

Applicant's arguments filed 10/9/07 have been fully considered but they are not persuasive. 
Applicants' traversal of the instant rejection is based on their assertion that (1) the comparative 
data presented in declaration format demonstrates that the compositions and methods disclosed 
by Feldstein and Steiner allegedly do not anticipate the compositions utilized in the instantly 
claimed method, because the Feldstein or Steiner diketopiperazine microparticles are different 
than those claimed by Applicants; (2) Feldstein and Steiner allegedly do not anticipate the 
claimed methods because Feldstein and Steiner do not describe the disclosed diketopiperazine 
microparticles as comprising "complexed insulin"; and (3) that the insulin diketopiperazine 
microparticles made by complexation exhibited greater stability than the insulin-complexed 
diketopiperazine microparticles disclosed by either Feldstein or Steiner. 

The Examiner respectfully disagrees with Applicants' traversal arguments. The term 
"complexed" is broad and is not defined by Applicants' specification to have a particular 
meaning. Applicants indicated that the method utilized to prepare the complexed insulin 
diketopiperazine microparticles that exhibited the greater stability in the data presented in the 
declaration is disclosed on page 16, lines 3-7 of the instant specification. It is noted that the 
procedure for making Applicants' "complexed insulin diketopiperazine microparticles" never 
recites a complexation step. Instead Applicants cited excerpt from their specification indicates 
that the insulin diketopiperazine microparticles of the claimed method are prepared by (1) 
preparing and providing a suspension of diketopiperazine microparticles; (2) addition of an 
aqueous solution of active agent; and (3) lyophilization or freeze drying of the resulting 
suspension yields diketopiperazine particles having a coating of active agent. Coincidentally, it 
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is noted that Applicants on page 16 indicate that the diketopiperazine microparticles have a 
higher affinity for insulin than zinc and Applicants imply that the diketopiperazine microparticles 
are complexing agents (see instant specification, pg. 16, lines 13-14 and 20). It is also noted that 
Applicants indicate that the term "entrapped" with reference to an active agent in/with a 
diketopiperazine includes coating of the active agent onto diketopiperazine microparticles . 
Both Steiner and Feldstein indicate that their invented diketopiperazine microparticles comprise 
encapsulated insulin (see Steiner Example 3 or Feldstein Example 2). Both the Steiner and 
Feldstein diketopiperazine microparticles are prepared by precipitation of the microparticles 
upon combination of a solution of diketopiperazine with a solution of insulin. It is inevitable that 
the Steiner and Feldstein diketopiperazine microparticles both contain encapsulated insulin and 
insulin coating the surfaces of said diketopiperazine microparticles. Thus, given Applicants' 
disclosure, the fact that the Steiner and Feldstein diketopiperazine microparticles comprise the 
same components as Applicants diketopiperazine microparticles, it necessarily follows that the 
Steiner and Feldstein diketopiperazine microparticles inherently comprise complexed insulin. 
Regarding the property of releasing dimeric or monomeric insulin, this is a property of the 
diketopiperazine microparticles and a property cannot be separated from a composition. Finally, 
it is noted that Applicants' claims are not drawn to the different diketopiperazine microparticles 
associated with the "complexed diketopiperazine microparticles" in Applicants' declaration, 
because the particles exhibiting a greater stability were made by a specific methodology which 
does not include the explicit step of "complexing" insulin and diketopiperazine microparticles. 
In conclusion, Applicants claims are not patentably distinguishable from the disclosures and 
diketopiperazine microparticles invented by both Steiner and Feldstein. 
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Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 USPQ 459 
(1966), that are applied for establishing a background for determining obviousness under 35 
U.S.C. 103(a) are summarized as follows: 

1 . Applicant Claims 

2. Determining the scope and contents of the prior art. 

3. Ascertaining the differences between the prior art and the claims at issue, and 
resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness 
or nonobviousness. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1.56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35.U.S.C. 103(a). 
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The rejection of claims 33 and 35-39 under 35 U.S.C. 103(a) as being unpatentable over 
Milstein (U.S. Patent No. 5,976,569) ("Milstein") is maintained for the reasons of record set 
forth on page 5-7 of the office action mailed on May 17, 2006. 



Response to Arguments 

Applicants' arguments filed 10/9/07 have been fully considered but they are not 
persuasive. Applicants' traversal of the instant rejection is based on their assertion that (1) the 
teachings of Milstein are allegedly deficient because these teachings do not state that the 
diketopiperazines matrix is complexed with insulin or that the insulin is monomeric or dimeric; 
(2) one allegedly cannot extrapolate from the co-precipitation methods to a method that results in 
complexation between insulin and diketopiperazine microparticles. 

This is found unpersuasive. Similarly, as was explained above in the instant office 
action, the formation of a complex between a diketopiperazine and insulin is obviously a process 
that would occur as a consequence of the close physical association between insulin and the 
diketopiperazine. The arguments submitted in rebuttal to Applicants' traversal arguments above 
are incorporated herein by reference. Specifically, Applicants' declaration data is not 
commensurate in scope with Applicants' claimed invention, because the term "complexed" does 
not indicate the method used to prepare that diketopiperazine microparticles exhibiting the greater 
stability in Applicants' declaration data. Regarding the delivery of monomeric or dimeric insulin, 
it is obvious that this would be a consequence of administering Milstein's microparticles, because 
even if the insulin were hexameric, it would eventually form monomeric and dimeric insulin, as 
Applicants' have admitted on the record (see page 2, line 23 through page 3, line 2). Therefore, 
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administration of Milstein' s microparticles would obviously achieve the result of administering 
monomeric or dimeric insulin. For these reasons, the Examiner concludes that a person of 
ordinary skill in the art at the time of the instant invention would have found the cited claims 
prima facie obvious over the teachings of Milstein. The instant rejection remains proper. 

The rejection of claims 40-42 under 35 U.S.C. 103(a) as being unpatentable over Milstein 
et al (U.S. Patent No. 5,976,569) and further in view of Edelman, S.V. is maintained for the 
reasons of record set forth on page 7-9 of the office action mailed on May 1 7, 2006. 

Response to Arguments 

Applicant's arguments filed 10/9/07 have been fully considered but they are not 
persuasive. Applicants' traversal arguments of the instant rejection are the same as those 
submitted to contest the rejection of claims 33 and 35-39 as being unpatentable over Milstein and 
that the combination with Edelman does not cure the deficiencies of Milstein. The Examiner 
respectfully disagrees. The Examiner's position regarding these arguments remains the same 
and is reapplied here in full. For the aforementioned reasons set forth above in the instant office 
action, the Examiner concludes that a person of ordinary skill in the art at the time of the instant 
invention would have found claims 40-42 prima facie obvious over the combined teachings of 
Milstein and Edelman. The instant rejection remains proper. 
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Double Patenting 

The nonstatutory double patenting rejection is based on a judicially created doctrine 
grounded in public policy (a policy reflected in the statute) so as to prevent the unjustified or 
improper timewise extension of the "right to exclude" granted by a patent and to prevent possible 
harassment by multiple assignees. A nonstatutory obviousness-type double patenting rejection 
is appropriate where the conflicting claims are not identical, but at least one examined 
application claim is not patentably distinct from the reference claim(s) because the examined 
application claim is either anticipated by, or would have been obvious over, the reference 
claim(s). See, e.g., In re Berg, 140 F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re 
Goodman, 11 F.3d 1046, 29 USPQ2d 2010 (Fed. Cir. 1993); In re LongU 759 F.2d 887, 225 
USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re 
Vogel 422 F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) or 1.321(d) may 
be used to overcome an actual or provisional rejection based on a nonstatutory double patenting 
ground provided the conflicting application or patent either is shown to be commonly owned 
with this application, or claims an invention made as a result of activities undertaken within the 
scope of a joint research agreement. 

Effective January 1, 1994, a registered attorney or agent of record may sign a terminal 
disclaimer. A terminal disclaimer signed by the assignee must fully comply with 37 CFR 
3.73(b). 



The rejection on the ground of nonstatutory obviousness-type double patenting of claims 
33 and 35-39 on the ground of nonstatutory obviousness-type double patenting as being 
unpatentable over claims 1, 4-7, and 10-14 of U.S. Patent No. 6,071,497 (USPN '497) is 
maintained for the reasons of record set forth on page 10 of the office action mailed on May 17, 
2006. 



Response to Arguments 
Applicant's arguments filed 10/9/07 have been fully considered but they are not 
persuasive. Applicants' traversal is based on their assertion that the claims of USPN '497 do not 
define microparticles wherein insulin is complexed with microparticles of a diketopiperazine. 
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The Examiner respectfully disagrees. Applicants' arguments are the same as those discussed 
previously in the instant office action and the Examiner's position is the same as applied to the 
instant rejection. The microparticles of USPN '497 would obviously form complexes with 
insulin, especially since the same microparticles are being used. It is noted that the chemical 
structure and description thereof used to define the diketopiperazines in the original 
specifications of USPN '497 (i.e. col. 4, lines 1-60) and the instant application are the same. 
Therefore, one must conclude that the diketopiperazines will complex the insulin incorporated in 
the microparticles of USPN '497 in the same manner as those described by Applicants' in the 
instant application. 

The rejection on the ground of nonstatutory obviousness-type double patenting of claims 
33 and 35-39 on the ground of nonstatutory obviousness-type double patenting as being 
unpatentable over claims 1, 4-7, and 10-12 of U.S. Patent No. 6,428,771 (USPN '771) is 
maintained for the reasons of record set forth on pages 10-11 of the office action mailed on May 
17,2006. 

Response to Arguments 

Applicant's arguments filed 10/9/07 have been fully considered but they are not 
persuasive. Applicants' traversal is based on their assertion that the claims of USPN '771 do not 
define microparticles wherein insulin is complexed with microparticles of a diketopiperazine. 
The Examiner respectfully disagrees. Applicants' arguments are the same as those discussed 
previously in the instant office action and the Examiner's position is the same as applied to the 
instant rejection. The microparticles of USPN '771 would obviously form complexes with 
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insulin, especially since the same microparticles are being used. It is noted that the chemical 
structure and description thereof used to define the diketopiperazines in the original 
specifications of USPN ; 771 (i.e. col. 4, lines 1-60) and the instant application are the same. 
Therefore, one must conclude that the diketopiperazines will complex the insulin incorporated in 
the microparticles of USPN '771 in the same manner as those described by Applicants' in the 
instant application. 

The provisional rejections on the. ground of nonstatutory obviousness-type double 
patenting of (1) claims 33, 35-39, and 42 as being unpatentable over claims 23-26 and 40-46 of 
copending Application No. 10/706,243 (copending '243); (2) claims 33-39 and 42 as being 
unpatentable over claims 1-5, 8-10, 16-17, 23-24, 26-30, and 36 of copending Application No. 
11/210,710 (copending 4 710); and (3) claims 33-35 and 40-42 as being unpatentable over claims 
1-5 and 17-23 of copending Application No. 1 1/329,686 (copending '686) are maintained for 
the reasons of record set forth on pages 12-15 of the office action mailed on May 17, 2006. 

Response to Arguments 
Applicant's arguments filed 10/9/07 have been fully considered but they are not 
persuasive. Applicants' arguments traversing (1) are not found persuasive, per the reasons of 
record and reiterated above in the instant office action that the claimed diketopiperazine 
microparticles of copending '243 do contain insulin complexed with said microparticles. 
Regarding (2)-(3), Applicants have asserted that these rejections should be withdrawn because 
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the instant application is allegedly in condition for allowance. The Examiner disagrees; the 
instant application is not in condition for allowance. These rejections are maintained. 



Claims 33 and 35-42 are rejected. No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to James H. Alstrum-Acevedo whose telephone number is (571) 
272-5548. The examiner can normally be reached on M-F, 9:00-6:30, with every other Friday 



If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Johann Richter can be reached on (571) 272-0646. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 



Conclusion 



off. 



James H. Alstrum-Acevedo 
Patent Examiner 
Technology Center 1600 




- BiHA Q^Zl, PH.D 
PHiMARY EXAMINER 



Sabiha Qazi 

Primary Patent Examiner 
Technology Center 1600 



